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Analysis of influencing factors of steady — state concentration/dose ratio of
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Abstract; Objective

steady — state concentration/dose ratio ( C/D) for milnacipran tablets

To investigate the influencing factors of the

based on therapeutic drug monitoring (TDM ) , with the goal of promoting
individualized use of this medication. Methods Inpatients  who
underwent milnacipran TDM were included in this study. General
information, including gender, age, body mass index (BMI) and serum
creatinine levels were collected through the medical record system.
Additionally, dosage and comedication data were recorded. The analysis

A total of

156 patients with steady — state concentrations determined by milnacipran

of these data was conducted using SPSS 23.0. Results

TDM were included in the analysis. The steady — state concentration of
milnacipran was found to be 95.52 (67.34, 126.97) ng - mL™",C/D
was 0.95 (0.71, 1.24) ng-mL™' -mg™' -d .
regression analysis indicated that renal function statistically significantly
influenced C/D (P < 0.05) . C/D ratio in patients with renal

insufficiency  were

Multiple linear

insufficiency  and  patients  with  normal
1.16 (0.79,1.50) and 0.92 (0.64,1.08) ng * mL™" - mg™"' - d,with
statisticaly significant difference ( P < 0.05). Conclusion The factors

influencing milnacipran’s C/D are complex; therefore, for patients with
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renal insufficiency, regular monitoring of serum drug concentrations is recommended to ensure both safety and efficacy

in its use.
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individualized medicine
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Table 1 General information of patients

Item Results

Age (years) * 51(32, 60)
BMI(kg + m~2)* 23.38 (20. 80, 26.43)
eGFR(mL - min™! - 1.73 m ™2, x +s) 99. 40 £20. 77

Milnacipran steady — state concentration
(ng -mL™')*
C/D(ng-mL™' -mg™' - d) "~

95.52 (67.34, 126.97)

0.95 (0.71, 1.24)

“ . M(P,s, Pss); BMI: Body mass index; eGFR: Estimated glomerular

filtration rate; C/D: Concentration/dose.
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Table 2  Effects of gender, age, body mass index (BMI) and estimated glomerular filtration rate (eGFR) on the steady — state concentra-
tion/dose (C/D) of milnacipran

Ttem Category n(% ) C(ng-mL7") C/D(ng - mL™' +mg™! - d)

Gender Male 68(43.59) 104.91(81.32, 136.85) 0.91(0.69,1.15)
Female 88(56.41) 90. 66(58. 45, 120.81) * 0.99(0.74,1.30)
Age( year) <18 10(6.41) 87.90(40. 60, 133.11) 1.16(0.74,1.41)
18 - 60 110(70.51) 94.38(63.69, 119. 13) 0.94(0.70,1.12)
>60 36(23.08) 110.22(78.58, 157. 14) 0.99(0.74,1.55)
BMI(kg - m~") <18.50 9(5.77) 124.30(91. 56, 195.76) 1.28(1.01,1.96)
18.50 —23. 90 76(48.72) 103.62(73. 08, 129. 54) 1.04(0.77,1.27)

24.00 -27. 90 56(35.90) 91.58(57.61, 126.20) 0.88(0.65,1.15)*

eGFR(mL - min~', 1.73 m~?) >28.0 15(9.62) 83.53(62.87, 95.20) 0.84(0.63,0.94)*
=90 103(66.03) 92.48(61.47, 115.39) 0.92(0.64,1.08)

<90 53(33.97) 114.94(79. 12, 149.04) 2 1.16(0.79,1.50) 2

Compared with male group, * P <0.05; Compared with BMI <18.5 group, #P <0.05; Compared with eGFR=90 group, “ P <0. 05.

K3 BESIFHLAXAIE TR /D M2

Table 3 Effects of drug combination on the steady C/D of milnacipran

Drug name Combination n(% ) C(ng-mL7!) C/D (ng-mL™' - mg! - d)
Mirtazapine Yes 20(14.71) 94.87(67.55, 128.74) 0.86(0.63, 1.16)
No 136(85.29) 95.52(64. 94, 126.95) 0.96(0.75, 1.25)
Trazodone Yes 14(8.97) 94.87(67.55, 128.74) 0.86(0.63, 1.16)
No 142(91.03) 95.52(64.94, 126.95) 0.96(0.75, 1.25)
Agomelatine Yes 12(7.69) 101.51(89.77, 143.08) 1.02(0.90, 1.43)
No 144(92.31) 95.18(64. 76, 126.20) 0.94(0.71, 1.23)
Lithium Yes 15(9.62) 105.27(83.53, 146.00) 1.01(0.83, 1.34)
No 141(90. 38) 94.83(63.54, 126.08) 0.95(0.69, 1.22)
Valproate Yes 11(7.05) 93.93(63. 83, 127.22) 0.95(0.83, 1.27)
No 145(92.95) 98.46(67.52, 127.81) 0.95(0.70, 1.24)
Quetiapine Yes 45(28.85) 92.48(63.61, 116.22) 0.90(0.66, 1.12)
No 111(71.15) 102. 60(68.59, 131.44) 1.03(0.75, 1.28)
Olanzapine Yes 24(15.38) 103. 34(82. 94, 145.09) 1.01(0.71, 1.23)
No 132(84.62) 94.99(63.40, 126.20) 0.94(0.71, 1.24)
Paliperidone Yes 11(7.05) 68.59(52.81, 115.46) 1.04(0.69, 1.15)
No 145(92.95) 96.18(69.96, 128.32) 0.94(0.72, 1.24)
Aripiprazole Yes 14(8.97) 93.62(45.37, 131.45) 1.04(0.55, 1.32)
No 142(91.03) 95.52(68.70, 126.46) 0.94(0.72, 1.23)
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